ANDA 75-665 July 31, 2000

TEVA Phar maceuti cal s USA
Attention: Deborah A Jaskot
1510 Delp Drive

PO Box 247

Kul psvill e, PA 19443

Dear Madam

This is in reference to your abbreviated new drug application
dated July 7, 1999, submtted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosnetic Act, for Etodol ac

Ext ended- Rel ease Tabl ets, 400 ng, 500 ngy, and 600 ng.

Ref erence is al so made to your amendnents dated August 17,
Sept enber 24, Cctober 4, COctober 29, Decenber 2,

Decenber 9, and Decenber 13, 1999; and January 24,

March 30, April 14, May 22, June 20, July 20, and July 24,
2000.

The listed drug product (RLD), Lodine XL Extended-rel ease
Tabl ets of Weth Ayerst Laboratories, Inc. is subject to a
period of patent protection which expires on April 30, 2008.
Your application contains a patent certification to U. S.
patent 4,966, 768 under Section 505(j)(2)(A)(vii)(lV) of the
Act. Section 505(j)(5)(B)(iii) of the Act provides that
approval shall be made effective i Mmediately unless an action
is brought for infringenent of the patent which is the
subject of the certification before the expiration of forty-
five days fromthe date the notice provided under paragraph
505 (j)(2)(B)(i) is received. You have notified FDA that
TEVA Pharmaceuticals USA has conplied with the requirenents
of Section 505(j)(2)(B) of the Act and that no action for
pat ent infringenment was brought agai nst TEVA Pharnaceuti cal s
USA within the statutory forty-five day peri od.



We have conpleted the review of this abbreviated application
and have concluded that the drug is safe and effective for
use as recommended in the submtted | abeling. Please note
that because of the unique (split) exclusivity issues
associated with this drug product, the Agency is unable to
approve all three strengths at this tinme. Accordingly, the
application is approved ONLY with respect to the 500 ng and
600 ng strengths. The Division of Bioequival ence has

det ermi ned your Etodol ac Ext ended- Rel ease Tablets, 500 ng and
600 ng to be bioequival ent and, therefore, therapeutically
equi val ent to the listed drug (LodineO XL Extended-rel ease
Tabl ets, 500 ng and 600 ng, respectively, of Weth Ayerst
Laboratories, Inc.). Your dissolution testing should be
incorporated into the stability and quality control program
usi ng the sane nethod proposed in your application. The
“interint dissolution specifications are as foll ows:

Di ssolution testing should be conducted in 1000 ni of
phosphate buffer, pH 7.4 at 37 degrees C using USP 23
apparatus |l (paddle) at 75 rpm The test product
shoul d nmeet the following “interini dissolution
speci fi cati ons:

Bet ween | ] hours;
bet ween | ] hours;
bet ween | ] hours; and
not | ess than | ] hours.

The “interinf dissolution test(s) and tol erances should
be finalized by submtting dissolution data for the
first three production size batches. Data should be
submtted to the annual report when there are no
revisions to the “interini specifications or when the
final specifications are tighter than the “interint
specifications. In all other instances, the information
shoul d be submtted in the formof a Special Supplenent
— Changes Bei ng Eff ect ed.

However, due to the regul atory issues associated with the
180-day generic drug exclusivity which are discussed at the
conclusion of this letter, the 400 ng strength shall be
deened to be tentatively approved and will not receive final
approval until all exclusivity issues are satisfactorily
resol ved.



Under section 505(A) of the Act, certain changes in the
conditions described in this abbreviated application for the
500 ng and 600 ng strengths require an approved suppl enent al
application before the change nay be nade.

We note that with respect to the 500 ng and 600 ng strengths
of this drug product, TEVA Pharmaceuticals USA (TEVA) was the
first applicant to submt a substantially conplete ANDA wth
a Paragraph IV certification. Therefore, TEVA is eligible
for 180-days of marketing exclusivity for both the 500 ng and
600 nmg strengths. Such exclusivity will begin to run either
fromthe date TEVA begi ns commercial marketing of the 500 ng
and 600 ng strengths, or fromthe date of a decision of a
court finding the patent invalid or not infringed, whichever
event occurs earlier [Section 505(j)(5)(B)(iv)]. A court

deci sion that can trigger the beginning of exclusivity is a
deci sion of a court fromwhich no appeal may be taken (which
m ght not be the one fromthe district court). Wth respect
to the “first comercial marketing” trigger for the
commencenent of exclusivity, please refer to 21 CFR
314.107(c)(4). The Agency expects that you will begin
comrerci al marketing of the 500 ng and 600 ng strengths of
this drug product in a pronpt nmanner.

I f you have questions concerning the effective date of
approval of an abbreviated new drug application and the
Agency’s elimnation of the requirenent that an ANDA
appl i cant successfully defend a patent infringenent suit to
be eligible for 180-days of narketing exclusivity, please
refer to the interimrule published in the Novenber 5, 1998
Federal Register (Volume 63, No. 214, 59710).

Post - marketing reporting requirenents for this abbreviated
application for the 500 ng and 600 ng strengths are set forth
in 21 CFR 314.80-81 and 314.98. The Ofice of Generic Drugs
shoul d be advised of any change in the marketing status of
the 500 nmg and 600 ny strengths of the Etodol ac Extended-

Rel ease Tabl et s.

We request that you submt, in duplicate, any proposed
advertising or pronotional copy that you intend to use in
your initial advertising or pronotional canpaigns for the 500
ng and 600 ng strengths. Please submt all proposed
materials in draft or nock-up form not final print. Submt
bot h copies together with a copy of the proposed or final
printed |l abeling to the Division of Drug Marketing,



Advertising, and Conmunications (HFD-40). Please do not use
Form FD- 2253 (Transmttal of Advertisenments and Pronoti onal
Labeling for Drugs for Human Use) for this initia
subm ssi on.

We call your attention to 21 CFR 314.81(b)(3) which requires
that materials for any subsequent advertising or pronotiona
canpai gn be submitted to our Division of Drug Marketing,
Advertising, and Conmuni cations (HFD-40) with a conpl eted
Form FD-2253 at the tinme of their initial use.

Wth respect to the tentative approval of the 400 ng strength
of this drug product, our decision is based upon information
avai l able to the Agency at this tine (i.e., information in
your application and the status of current good manufacturing
practices (CGws) of the facilities used in the manufacture
and testing of the drug product), and is subject to change on
the basis of new information that nmay conme to our attention.

We are unable to grant final approval to the 400 ng strength
at this tinme because an abbrevi ated application for Etodol ac
Ext ended- Rel ease Tabl ets, 400 ng, containing a Paragraph IV
Certification was accepted for filing by OG prior to the
filing of your application. Accordingly, your application
for the 400 ng strength will be eligible for final approval
begi nning on the date that is one hundred and ei ghty days
after the date the Agency receives notice of the first
commercial marketing of the 400 ng strength under the
previous application, or the date of a court decision

descri bed under Section 505(j)(5)(iv), whichever event occurs
earlier (Section 505(j)(5(B)(iv)). W refer you to the
Agency’s recently issued gui dance docunent “180-Day Generic
Drug Exclusivity Under the Hatch-Wxman Amendnents” (June
1998), for additional information.

Because the Agency is granting tentative approval status
under this application to the 400 ng strength, you nust
submt a supplenental application to provide for its ful
approval. The Agency will provide witten notice of the

i nformati on needed to determne the earliest possible fina
approval date of your supplenental application for the 400 ng
strength under section 505(j)(5)(B)(iv) as soon as such

i nformati on becones avail able. The suppl enental application,
whi ch nust be submitted for prior approval at |east 60, but
not nore than 90 days prior to the date you believe the 400
ng strength will be eligible for final



approval , should include updated information such as final -
printed | abeling, and chem stry, manufacturing and controls
data as appropriate. Alternatively, a prior approval

suppl enent should be submtted to request final approval of
the 400 ng strength and stating that no changes have been
made to the application since the date of this letter.

Any changes in the conditions outlined in this abbreviated
application and the status of the manufacturing and testing
facilities’ conpliance with current good manufacturing
procedures are subject to Agency review before final approval
of the suppl emental application will be made.

In addition to, or instead of the supplenental application

referred to above, the Agency may at any tinme prior to fina
approval, request that you submt an informational docunent
containing the informati on stated above.

Failure to submt the supplenental application or

i nformati onal docunent may result in rescission of this
tentative approval determ nation, or delay in issuance of the
final approval letter for the 400 ng strength.

The 400 ng strength of Etodol ac Ext ended- Rel ease Tabl ets may
not be marketed wi thout final Agency approval under Section
505 of the Act. The introduction or delivery for
introduction into interstate commerce of the 400 ng strength
before the final approval date is prohibited under Section
501 of the Act. Also, until the Agency issues the final
approval letter, the 400 ng strength of the drug product wll
not be listed in the Agency’s “Approved Drug Products with
Ther apeuti ¢ Equi val ence Eval uations” list (the “Orange
Book™) .

The suppl enental application should be clearly designated as
a prior approval supplenent in your cover letter. Because of
t he uni que circunstances associated with the exclusivity for
this drug product, you may request that the suppl enental
application be granted “expedited review status. Before you
submt the supplenent, please contact Ms. El aine Hu, Project
Manager, at (301) 827-5754, for further instructions.



Val i dation of the regulatory nmethods has not been conpl et ed.
It is the policy of the Ofice not to withhold approval until
the validation is conplete. W acknow edge your conmmit nent
to satisfactorily resol ve and deficiencies associated with
the validation process that nay be identified.

Si ncerely yours,

Gary Buehl er

Acting Director

O fice of Generic Drugs

Center for Drug Eval uati on and Research



